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COMPOSITIONS AND THERAPIES FOR HYPERLIPIDAEMIA-ASSOCIATED 
DISORDERS 
Technical field 

The present invention relates to pharmaceutical compositions and methods for 
the treatment of hyperlipidaemia and elevated liver function tests. 

Background to the invention 
Elevated concentrations of circulating lipid compounds in the blood such as 
cholesterol and triglycerides accompany a number of conditions. These include Type H 
diabetes Primary Biliary Cirrhosis, Primary Sclerosing Cholangitis, various chrome 
hepatitis states (Hepatitis B and C), NASH (non-alcohol-induced steatohepatitts), and 
arterial disease including coronary artery disease, cerebrovascular arterial disease, 
peripheral vascular disease, aortic aneurysms and carotid atherosclerotic conditions. 
Various lipid-lowering techniques have been used in the past to treat and to prevent the 
vascular events (such as cardiac failure, embolism, heart attacks and strokes) that 
accompany hyperlipidaemic states. Such treatments have included dietary changes and 
control of high triglyceride levels circulating in the blood. The latter have been treated 
generally pharmacologically and lately with various 'statins'. Included in the therapeuttc 
agents used for treatment of hyperlipidaemia are various fibric acid derivatives. Some 
older fibric acid derivatives including clofibrate have had a passing place in the treatment 
of hyperlipidaemias but more recently new fibrates including fenofibrate, gemfibrozil, 
ciprofibrate, and even more recently fibrates containing piperidine, 4-hydroxypipendme, 
piperidm-3-ene,andpiperazmehav Ofthenewer 

molecules 2^[W*-fta«^^ "** 
have the most promising properties. Bezafibrate (2-[4-[2-[(4-chlorobenzoyl)axmno]- 
5 ethyl] P henoxy]-2-methylpropanoic acid) possesses activity as a therapeutic agent to 
reduce both cholesterol and triglycerides. However, in some situations a fibric acid 
derivative alone is inadequate in controlling the severe level of hyperlipidaemia that is 

present in many patients. 

Ursodeoxycholic acid (UDCA) is a proven agent for the lowering of elevated 
,o liver function tests in Primary Biliary Cirrhosis (PBC) but has only minor effects upon 
hyperlipidaemia. 

Accordingly, there is a need for an improved therapy for the treatment of 
hyperlipidaemia. There is also a need for an improved treatment of elevated liver 
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function tests, especially when associated with conditions other than primary biliary 
cirrhosis. 

Summary of the Invention 

According to a first embodiment, the invention provides a pharmaceutical 
composition for the treatment of hyperlipemia, comprising at least one bile acid and at 
least one fibrate, together with one or more pharmaceutical^ acceptable carriers, diluents, 
adjuvants or excipients, with the proviso that if said bile acid is ursodeoxycholic acid, 
then said fibrate is other than bezafibrate. 

According to a second embodiment, the invention provides a method of treating 
hyperlipidaemia in a patient in need of said treatment, comprising administering to said 
patient an effective amount of at least one bile acid and an effective amount of at least one 
fibrate. 

According to a third embodiment, the invention provides a method of lowering 
elevated liver function tests in a patient in need of said treatment, comprising, 
aclministering to said patient an effective amount of at least one bile acid and an effective 
amount of at least one fibrate, with the proviso that said elevated liver function tests are 
not associated with primary biliary cirrhosis. 

According to a fourth embodiment, the invention provides a method for the 
treatment of primary biliary cirrhosis in a patient in need of said treatment, comprising 
administering to said patient an effective amount of a fibrate and an effective amount of 
ursodiol bicarbonate or ursodiol sulfate, or a mixture thereof. 

As used herein, the term "ursodiol bicarbonate" refers to a composition 
comprising ursodeoxycholic acid and sodium bicarbonate, preferably in an amount of 
from about 0.5 to 3 molar equivalents based on the amount of ursodeoxycholic acid. Such 
i compositions are disclosed in United States patent number 5,380,533 . As used herein, the 
term "ursodiol sulfate" refers to the 3-sulfate, 7-sulfate or 3,7-disulfate of 
ursodeoxycholic acid or mixtures of any two or more thereof, which are disclosed in 
United States patent number 5,763,435. The disclosures of United States patent numbers 
5,380,533 and 5,763,435 are incorporated herein by reference, 
o According to a fifth embodiment, the invention provides the use of an effective 

amount of at least one bile acid and an effective amount of at least one fibrate for the 
manufacture of a medicament for treating hyperlipidaemia in a patient in need of said 
treatment. 
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According to a sixth embodiment, the invention provides the nse of an effective 
amonn, of at teas, one biie acid and an effective amonn. of a, leas, one Ornate for the 
n.annfacmrcofamedicamen. for treating elevated Uver function tests in a pafen. m need 
of said treatment, with the proviso that said elevated liver function tests are no. assorted 
with Primary Biliary Cirrhosis. 

According to a seventh embodiment, the invention provtdes me nse of an 
effective amonn, of a, leas, one bile acid and an effective amonn, of a, leas, one fibrate 
and an effective amonn, of a, leas, one stetin for me manufacture of a mefocamen, for 
treating hyperlipidaemia in a patient in need of said treahnent. 

According ,o an eighth embodiment me invention provides me nse of an 
effective amonn, of ursodiol bicarbona,e or nrsodiol sulfate, or a mixture .hereof, togefoer 
Witt, an effective amonn. of a fibrate for ,he mannfactnre of a medicament for me 
treatment of primary biliary cirrhosis. 

Detailed Description of the Invention 
The present inventor has noted a profound and surprising synergistic activity of a 
bile acid administered together with a fibrate in lowering lipids (bom cholesterol and 
triglycerides) such as in patienls whose elevated lipid levels are resistant ,o therapy n, 
PBC Triglyceride fall of >70% can be achieved nsing snch a combination, espeotally 
when foe fibrate is administered as a slow release formulation. This combination has also 
„ been found by foe inventor to effectively lower liver function teste, inclndmg m PBC 
patients who were on a full dose of UDCA and had Med «o improve foeir liver fonction 
teste Hence, the combination of a bile acid and a fibrate can effectively teen, tins 
'Resistant PBC which fails to respond to foe administration of UDCA alone. 

In particnlar foe present inventor has found foa, in PBC foe combmation of a brie 
» acid and a fibrate enhances foe lipid lowering effec, of foe fibrate in foe PBC-associated 
hyperlipidaemia state, and when combined foere is also a lowering of foe marxedly 
eLed liver function teste. It is speonlated by foe prescn, inventor foa, foe lowenng of 
elevated liver function teste may be etiological!, related to foe lipid lowering therapy. 
Hence foese two abnormalities may be jointly treatable and perhaps causally related. 

The present invention thus derives from foe unexpected synergy fonnd when one 
or more bile acids is administered wifo one or more Borates, for foe treatment of 
hyperlipidaemia and for lowering elevated liver function teste. In one apphcation, foe 
compositions and mefoods of foe presen, invention may be nsed to tiea, hyperhp,daemra 
togefoer wifo elevated liver function teste in primary binary cirrhosis. The invention also 
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provides methods and compositions for the treatment of elevated liver function tests in 
conditions other than those associated with PBC. 

As nsed herein, the term •'fibrate" refers to pharmaceutical!, active derivatives of 
Z-phenoxy^-methylpropaooic acid. Such derivatives are disclosed, for example .m 
United States patent nos. 3781328, 3948973, 3869477, 3716383, 3262580, 3723446^ 
4058552 3674836, 3369025, 3984413 and 3971798, Belgian patent no. 884722, United 
Kingdom patent no. 860303 and European patent application no. 607536, the disclosures 
of which are incorporated herein by reference. 

Of the fibrates, bezafibrate alone has been shown to have only a modest effect on 
lowering alkaline phosphatase (Day et al, Metabolism 42 839 (1993)) but when combined 
with ursodeoxycholic acid has been shown to lower elevated hver function tests 
associated with primary biliary cirrhosis (Nakai et al, Am. J. Gastroenterol 95 326 
(2000); Kurihara et al, Am. J. Gastroenterol. 95 2990 (2000); and Miyaguchi et al, 
Hepato-Gastroenterology41 1518 (2000)). 

However, there is no suggestion in the publications of Day et al., Nakai et al, 
Kurihara et al., or Miyaguchi et al. of the effectiveness of a combination of a bile add and 
a fibrate in the treatment of hyperlipidaemia by lowering triglyceride and/or cholesterol, 
levels in the blood. There is also no suggestion in these publications of the effectiveness 
of a combination of a bile acid and a fibrate for lowering elevated Hver function tests 
q associated with conditions other than primary biliary cirrhosis. Further, there is no 
suggestion in these publications of the effectiveness of a combination of a fibrate with 
either ursodiol sulfate or ursodiol bicarbonate for lowering elevated hver function tests. 

la the compositions, methods and uses of the present invention, the bile acid may 
be a free bile acid or it may be in the form of a pharmaceutically acceptable salt. The bile 
* acid is typically selected from the group consisting of chenodeoxychohc acid 
ursodeoxycholic acid, ursodiol bicarbonate and ursodiol sulfate. In preferred 
compositions, methods and uses of the present invention, the bile acid is ursodeoxycholic 
acid In other preferred compositions, methods and uses of the present invention, the bile 
acid is ursodiol bicarbonate. In further preferred compositions, methods and uses of the 
30 present invention, the bile acid is ursodiol sulfate. 

In the compositions, methods and uses of the present invention, the fibrate is 
typically selected from the group consisting of bezafibrate, fenofibrate, gemfibrozil, 
ciprofibrate, binifibrate, clinofibrate, clofibrate, clofibric acid, clofibride, etofibrate 
nicofibrate, pirifibrate, plafibride, ronifibrate, theofibrate, tocofibrate and derivatives of 
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2 .phenoxy-2-methylpropanoic acid in which to phenoxy moiety is subsfitiated wifc " 
optionaUy substituted residue of piperidinc 4-hytoxypiperidine, p.pend-3-ene o 
JperaZ as disclosed in European paten, application no. 607536. An example 
Iter group of subsumes is ^^H^norober.oytoiperidm^yllphenoxy-^enryl- 
, propanoic acid. In preferred compositions, methods and uses of tie present invention, to 
Late is bezafibrate, fenofibrate, gemfibrozil or ciprofibrate. In more preferred 
compositions, methods and uses of to present invention, to flbrate is bezafibrate. 

in a particularly preferred form of to compositions, methods and uses of to 
present invention, to fibrate is bezafibrate and to bite acid is ursodiol bicarbonate. 

In one form of to invention, to bile acid and fibrate are administered m a three- 
way combination with a statin, such as simvastatin, ilnvastatin, pravastatin, atorvastatin, 
cerivastatm, or lovastatin. In this form of to invention, a bile acid, togctiter wth a fibrate 
and a statin can for to firs, time achieve profound, synergistic reductions m severe, 
combined hyperlipidaemic s.a.cs and those resistant to individual therapies Hence, for 
„ to very difficult to control hyperlipidaemias a combination of a fibrate, tide actd and 
s^dn are adv^tageous. It is particuterly advantageous for such a combmauon of a 
fibrate, a bile acid and a statin to be provided in a single capsule form destgned to 
increase compliance and hence effectiveness. 

Accordingly, to invention further provides a pharmaceutical composmon 
» comprising an effective amount of a. least one bite acid, an effective amoun, of a. leas, 
nne fibrate and an effective amount of a, leas, one statin, together witb one or more 
pharmaceutical^ acceptable carriers, diluents, adjuvants or excrp.ents. 

The invention still further provides a method for to treatment of 
hyperlipemia in a patien. in need of said treatment, comprising administenng 
» patien. an effective amoun. of a. leas, one bile acid, an effective amoun. of a. leas, one 
fibrate and an effective amount of at least one statin. 

A composition in accordance with to present invention will typically content 
sufficient of to bile acid, to fibrate and, optionally, to stetin to permit to desned darly 
dose of each to be administered to a patient in a single unit dosage form, such as a table 
,„ or capsule, or in two or more unit dosage forms to be administered simultaneously or a, 
intervals during a day. 

The pharmaceutical compositions and methods of the present mventxon may be 
used for the treatment of all forms of hyperlipemias. For example, they may be used 
for the treatment of hyperlipidaemia where the hyperlipidaemia is pnmary 
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aorficllrisms and carotid atherosclerosis or where it is associated w* a citron 
selected from resistant primary biliary cirrhosis; primary biliary cirrhosis where tee .a 
, associated hver function test elevation and hyperlipemia; primary sclerosmg 
cholangitis, non-aloohoi-mduoed steatohepatosis; and chronic fiver drsease assocated 

with hepatitis B, C or alcohol. „,.„v a „ 
The pharmaceutical compositions and methods of the present tnvenhon a!so have 
an application in patients wUh Primary Sclerosing Cholangitis for similar biochenn«a 
„ abnormalihesasweUaainpaUentswinacr^nichepahtiscansedbyhepannaB.C^dhy 
alcohol. Furthermore, they can also be used in other arterial disorders assorted 
hyperhptda^a. ^ ^ ^ ^ ^ ^ ^ ^ 

non alcohol-induced steatohepatitia (NASH), where not only Upid profiles improve bu, 
„ also various fiver fimcfion tests improve and fatty fiver is ^"^^ 
e, al (BM. 23 1464 (1996)) described the modest effect of UDCA m NASH but 
foond bczafibrate to have no effect. This group did not shady fire effect of a combmahon 
of both drugs. In the present invention it was found that NASH fiver function tests 
respond markedly in most NASH patients to whom a combination of bile acid and fibrate 
2Q are administered, showing unexpected synergy of bile acid and Sbrate. 

In the methods of the present invention the active substances may be 
admioisrered in single daily doses, or in two, finee, four or more identical or different 
divided doses per day, and drey may be administered simultaneously or a, drfferen. tunes 
during the day. Usually, the active substances will he administered simultaneously, more 
25 usually in a single combined dosage form. 

I„ the methods of the present invention, the bile ac.d(s), fibrate(s) and, 
optionally, sbatin(s) axe typically administered in dosages substantially the same as the 

^^^^^^^^^^^^^ V 
dosages used in a typical hypcrlipidaemia therapy of the present invention employrng 
» bczafibrate and a bile acid will usually include 10-lOOCng of bezafibrate, more usually 

200-500mg, even more typically about 250mg of ursodeoxycholic actd, ****** 
nxsodio, bicarbonate, more typically about 20O50C*,g, or 10-2000mg ursodml sulfide, 
m ore typically about 200-500mg. Daily dosages of other fibra.es and We acrds for 
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^stratum according » prior ar, regunens are Known «o persons <*«-^ 

to ar.. Where a statin is also included, from about l-500mg of foe sfctin, more typtcally 

about lOmg, will be administered daily. 

Compositions of me presen, invention therefore typicaUy include from about 10- 
.OOOrng of nhrate, more typically ahou. 200mg; from ahon, 10-2000»g of a tie act 
more Really about 200mg; and optionally from about l-500mg of a statin, more 

fcrmfor oral admirdstration, such as a table, capsule, powder, lozenge, piu, hoche, eta 
,yophUised powder, solution, grannie, suspension, emnlaion, syrup or tincture Slow- 
Ill, or delaye4.re.ease forms may also he prepared, for example in tire form of «*d 
particles, multi-layer tablets, capsules within capsules, tablets wttbm capsules, or 

forms for oral administration may contain pharmaceutical!, acceptable 
disintegrating agents, diluents, flavourings, coating agents, 



binders, sweexencia, uit.m^— D . , , „„„ • 

preservatives, mbricants and/or time delay agents. Suitable binders mclude gum a^ 
gelatin, corn starch, gum tragacanth, sodium alginate, carboxymemylcellnlose 
Polyetitylene glycol. Suitable sweeteners include sucrose, lactose, gtacose, .part^e or 
ILL Suitable disintegrating agents mclude corn starch, methylenes, 
polyvinylpyrrotidone, *anth.n gum, bentonite, alginic acid or agar. Satiable drluents 
El sorbitol mannitol, dextrose, aaotin, cellulose, calcium carbonate, calcmm 

silicate or dicalcinm phosphate. Suitable flavouring agents include peppenmn, otl, of 
wintergreen, cherry, orange or raspberry flavouring. Suitable coating agents mclude 

fattTalcobols, -h. sheflac or gluten. Suitable preservatives include sodtum benznate, 
vitamin E, alpha-tocopherol, ascorbic acid, memyl paraben, propyl parabeu or sodnun 
hisulphite. Suitable lubricants include magnesium stearate, stearic acid, sodtum oleate, 
sodium chloride or .ate. Suitable time delay agents include glyceryl monostearate or 

^'"Ls for oral administration may contain, in addition to tire above 
agents, a tiquid carrier. Suitable U,uid carriers include water, oils such as olive otl, 
peanut oil, sesame oil, sunflower oil, safflower oil, arachis oil, coconut on, h q md paraffin, 

emylene glycol, propylene glycol, polyemylene glycol, ethano., propanol, tsopmpanol, 

glycerol, fatty alcohols, triglycerides or mixtures thereof. 



PCT/AU01/00447 



Suspensions for oral admirnsttation may farther include dispersing agents and/or 
suspending agents. Suitable suspending agents inelude sodium carboxymefoylcefiu^ 
rfoyleelLse.hydm^mpylmemylc.umose.po,^ 

oety, alcohol. Suitable dispersing agents iuelude lecithin, polyoxyefoylene esters of fatty 
, a! such as stearic aeid, polyoxyefoylene sorbitol mono- or « 
-laurate, polyoxyefoylene sorbitan mono- or di-oleate, -stearate or -laurate and foe hfe 

Emulsions for oral adrogation may further include one or more emulsriyrng 
agents. Suitable emulsifying agents include dispersing agents as exemplified above or 
natural gums such as gum acacia or gum tragacanth. 

Zrmaceutical compositions of foe present invention may be prepared by 
blending, grinding, homogenising, suspending, dissaving, emtusifying, disp^smg aud/or 
Ling fofbUe acid(s, and foe fibres), and optionaUy foe sfotin(s> 

„ (a) preparing a firs, table, comprising a, least one of foe active substances selected fern 
Z'2 acm(s) and foe fibra,e(s), together wifo any destted excipien,(s) carn^) 
adjuvants) and/or di.uen,(s), and (b) preparing a seoond table, or ><^" 
s^ndtablet or foe capsule includes foe remaining 

Anofoer type of pharmaceufieal composition of foe present mvention « foe form of a 
J0 Tpsule Z b= P^ed by (a) preparing a firs, capsule comprising a, least one of fo 
active subsLces selec,ed from foe bile acid(s) and foe fibres,, together wtfo any 
tired excipien,(s), carrier^ adjuvants) and/or diluen, ( s>, and (b, prepay 
capsule, wherein foe second capsule includes foe remaining active subs,ance(s) and fo 
«*Af*r W of pharmaceutical composition of foe ~£ 

active substances selected from foe bile acid(s) and foe fibres) together wtth -y 
desired excipient(s), carriers), adjuvant*, and/or di,uen,(s), and (b) prepanng a table,, 
whereinfoet*le,mcludesfoeremainingactivesubstance(s)andthecapsnle. 

fc preferred compositions, methods and uses of foe invention foe fibm,e ,s m*d 
J0 either as an immediate release fable, or as a sustained release tab.et. I. ts parttculariy 
^vewhenpmvidedinasusfoinedreleascablef 

are commercially available. It is preferable for prolonged action that foe table, . 
sustained release format. 
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One preferred form of*, composition, of to invention is a dosageformwtach 
comprises a lamed reiease table, of bezafibrate, in an amount of 10-10K* more 

w hich is delivered to me distal antrnm as tbe capsule breaks open and relea** 
o.odeoxycholic add. Ursodeoxycholic add is delivered simultaneously ft. 
ZLZe so achieving a profonnd suppression of lipids and at tbe same nme reversmg 

arsodeoxycholic add and bezafibrate is a mucb more effecbvo therapy man UDCA o 
ZaZ. alone for (for example, general parents with primary biliary errrbosrs and 
hyperlipidaemia, and especially for •UDCA-resisumf primary biliary crrrhosrs 

The methods of me present invention can be used lifelong by me pattern, 
prolonging survival and delaying liver transplantation. At the same rime the reductior ,o 
, — reduction in fhe development of associated 

Z L adds and fibrates have very minima, long-term side effect profile (wrth some 
"us for bezafibrate) and therefore this combination is lihely to be the therapyof 

cirrhosis Because of the simplified dosing provided by the methods of the pnsen. 
. ^l,aeombinedmempyofmepre,n,invenrioncanbensedmincreasmgdoses, 

dependingonapatienfswdghtandcnnicalresponse. 

Another preferred composiUon of me preset,, invention enmpnses a capsule 
contamingmefibratewiminaeapsulecon^inm ^ 
Late is presented in an immediate release form, h, ma, even, * . — to — 
K recomposirionmreetimesdaily. Another preferred mode of admimstrahon ,s to provd 
? cZln containing me fibrate in either a sustained release or a non-suatarnrf 

stannistypicnfiyprnddedasmemreeacfivesuhstanceswiminasmglecapsnle. Inone 

poorly reacfive) in an inner capsule, the inner capsute bemg surrounded by a fibrate 
Z!Z withm an outer capsule. The .ocations within the capsules may be reveled. 



I 
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^is.te^of^andbU.addm.ybecon^^.heou.ercap^d 
to frbrate may be contained within to inner capsule. Una arrangement wdl be 
%Z, desille if the luandty of the statin to be administered is reiabveiy »a^ 
olr combinations for presentation of -be combination of three active substances are 
possible.^ ^ ^ ^ ^ a flbraK ^ a sBtin ^ u ^ ^ 

hy pertipidaemias, bn, is especially indieated in patients who bave both cholesterol _and 
vllmeci^ofhyporcholes^laemia^ 

themedieadona are delivered simultaneously so aa to increase patients' comphar.ce. 
Examples 

56 year old fen* patient with primary biliary cirrhosis and 
s ^erdiglyceridaemiahadbeenrxeated^UDCA alone for several years. However 
Z coupon although improving partiaHy was resist, to 2 ^ 
^ and her aUcaline phosphatase, y-glutamyl franspepddase (GOT), 
aminotransferase (AST) and alanine aminotransferase (ALT) remamed 
^h^b^^-eomhinedwim^OmgofX^Aandt^eonfbm^™ 

, admimstered twice daily - a dose which wonld no, have previously made any *mge « 
h ertivernmction,es,s. 

SSOtorma) level) and continued to fall in me next four weeks to 69. Her GOT f 11 from 
wyiorm ,,,,„,„ Her AST fell from 48 to 25 and ultimately to 18 

627 to 252 and four weeks later to 157. Her Abireurro 
wellhelow normal levels. Her ALT fell from 65 to 30 and ultimately also to 18. 
„ 1 addition, her cholesterol was reduced from 7.9 to 6.4 (a fall of 18%) and her 

trades from 2.4 to 0.6 (a fall of more man 70%). The paden, a*o unproved 

<^^^™~^**^ m,i ^'r^ ction tests 

— ^ , - .^tmen. of t ■* e.eva.ed jP^ML^ 

„ M5SSia ^^ofagewa3magnosedashavm g e^ 

o, unknown origin. Having bad all other known causes excluded liver biopsy sfrowe, 
macrovesicular steatosis, mild lobular inflammation and some liver ceU deg^ n 
His ultrasound demonstrated hyper reflection consistent wim hver bmpsy of a ^ 
3U 4 me diagnosis of NASH was made. Although the patient reduced ms wetgb. 
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m odes«y, the liver taction test did no. .hang. Treatment with a corebmed merepy 

2 Cng twine daily of UDCA together wi* —a 400re g — 
tab,* twiee daily rednoed by 50"/. bis AST ftore 96 to <40 and ALT 1,0 to <50 a, 
weeks. His ttiglyeeride level also fell from 2.1 to 1.7. 
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? A pharmaceutical opposition for ft. — , of hypertipidaenna, compr^ng 
t leas, one bile acid and a. leas, one fibrate, together wift one or more pharmacy 

isl ,r S odeo X ychoUcaoid,«hensaidfibrateisofterftanbezafibrate. 
2 A pharmaceutical composition according to claim 1 wheretn sard brie actd * 
Icftd ml fte group consisting of chenoden* ycbolic acid, nrsodeoxychohc actd, 
ursodiol bicarbonate and ursodiol sulfate. 

r A pbarmaceuUcal composition according to claim 1 whereto sard tibraft s 
elected ft! fte group consisting of beaafibrate, fenofibrate, gemfibrozti, ctprofibrate 
1" vea of 2-phenoxy- 2 -methylpropanoic acid in which fte phenoxy mote* rs 
ItihTwiti, an Iption* snhstimted residue of piperidine, 4-hydroxyp.pendme, 

r^;— imposition accordhtg m Cahn 1 wherein said bile acid is 

' rTptnteutical composition according to claim 1 wherein said bile acid is 

r^IptLaceutiC composition according to Cairn 4 or claim 5 wherein said 

r' TThLaceutica, composition according to claim , mrther comprising a, leas. 

" T^A meftod of treating hyperhpidaemia in a patient in neeti of said treatment 
eomprising administering to said patient an elective amount o, a, >eas, one brie acd and 
an effective amount of at least one fibrate. 

To A meftod of lowering elevated liver timction testa in a patient . - of -* 
liver function tests are not associated with Primary Binary CirrhoSaS. 
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„ A method for the treatment of primary biliary cirrhosis in a patient in need of 
»d garment, comprising administering to said patient an effective amount of a fibre* 

,2 A method according to claim 9 or claim 10, wherein said bile ac,d . selected 
s ftom the gronp consisting of chenodeoxycholic acid, urscrfeoxycholic acid, ursodrol 
bicarbonate and ursodiol sulfate. 

13 A method according to any one of claims 9-11 wherein said fibrate rs selected 
from the group consisting of bezafibrate, fenofibrate, gemfibrozil, ciprofibrate and 
derivatives of 2-phe„oxy-2-methylpropanoic acid in which tire phenoxy mote* . 
» substituted with an optionaUy substituted residne of piperidme, 4-hydroxyptpendme, 
oioerid-3-eneorpiperazine. 

14. A method according to claim 9 cr claim 10 wherein said bile acd „ ursodml 
bicarbonate and said fibrate is bezafibrate. 

15 . A method according to claim 9 or claim 10 Anther comprising admnnstermg to 
„ saidpatientaneffectiveamonntofatleastonestatin. 

16 Amemodaccording,oclaim9orclaiml0wheremoneofsaidb,leacrdandsa 1 d 

contained within a second capsnle, aaid firs, capsnle being contained * sard second 

» IT 8 "' 6 ' A metitod according to claim 9 or claim 10, wherein said hyperUpidaemia is 
prhnary hyperlipidaemia with or wititout a genetic component; or hyperhptdaemra 
Lociated wim coronary artery disease, cerebrovascular arterial disease, penpheral 
vascular disease, aortic aneurisms and carotid atherosclerosis. 

18 A memod according to claims 9 or claim 10, wherein said hyperhprdaenna ts 
„ associated wim a condition selected fiom resistant primary biliary cirrhosis; pnmary 
biliary cirrhosis where mere is associated liver fimction tes, elevation and 
h Jlipidaemia; primary sclerosing cholangitis, non-alcohol-induced steatobepatosts; 
and chronic liver disease associated with hepatitis B, C or alcohol. 
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